Background: About 14% of patients with metastatic lung adenocarcinomas in our population have tumors harboring EGFR mutations or deletions. Herein we report the case of a patient with lung adenocarcinoma with a double deletion of EGFR who had a partial response for 6 months treated with afatinib and, upon progression, an EGFR T790M mutation and an ALK translocation were detected. Method: Not Applicable Results: Case Report: A 32-year-old male, non-smoker, presents with abdominal pain, cough and fatigue. Abdominal ultrasound showed a large left adrenal lesion and the chest X-Rays, a consolidation in the right inferior lobe. PET-CT with 18FDG scan was performed evidencing a 7.2 cm tumor in the right lower lobe with high affinity for FG, as well as mediastinal and retroperitoneal enlarged lymph nodes, right adrenal mass, left acetabular and posterior costal lesion. A diagnostic transbronchial tumor-biopsy showed an undifferentiated carcinoma TTF1 + (T3N3M1c). EGFR status, assessed by PCR and sequencing, showed an exon 19 deletion (delE746_A750) with no ALK (clon D5F3) nor ROS1 (clon D4D6) translocations by immunohistochemistry (IHC). Next generation sequencing (NGS) with the Oncomine TM Focus Assay panel (Ion 520 Chip) revealed a double deletion in EGFR (p.delE746_A750 and p.delL747_T751insQ) in separate reads. The patient started treatment with afatinib and achieved a partial response at 3 months. After 6 months he experienced progressive lung abnormalities (metastasis???) and brain and cerebellar metastasis consistent with disease progression. Afatinib was stopped and both CNS lesions were resected. Standard ALK, ROS1 and EGFR determinations were repeated on brain tissue. An ALK translocation was identified by IHC and confirmed by FISH as well as the EGFR exon 19 deletion p.delE746_A750, without T790M mutation. The pretreatment lung biopsy was reviewed and was negative for ALK translocation. EGFR testing in circulating tumor DNA was positive for the T790M secondary resistance mutation. Patient had rapid retroperitoneal progression with ascites, bleeding and abdominal pain requiring surgical intervention. Crizotinib was started without response and the patient died. Conclusion: Here we report a case of a patient achieving a partial response with afatinib in a tumor with two EGFR deletions and the co-occurrence of secondary EGFR T790M mutation and ALK translocation as mechanism of resistance. In addition, the lack of detection of the EGFR deletion p.delL747_T751insQ, suggests a complex subclonal evolution secondary to tumor heterogeneity.
Background: About 14% of patients with metastatic lung adenocarcinomas in our population have tumors harboring EGFR mutations or deletions. Herein we report the case of a patient with lung adenocarcinoma with a double deletion of EGFR who had a partial response for 6 months treated with afatinib and, upon progression, an EGFR T790M mutation and an ALK translocation were detected. Method: Not Applicable Results: Case Report: A 32-year-old male, non-smoker, presents with abdominal pain, cough and fatigue. Abdominal ultrasound showed a large left adrenal lesion and the chest X-Rays, a consolidation in the right inferior lobe. PET-CT with 18FDG scan was performed evidencing a 7.2 cm tumor in the right lower lobe with high affinity for FG, as well as mediastinal and retroperitoneal enlarged lymph nodes, right adrenal mass, left acetabular and posterior costal lesion. A diagnostic transbronchial tumor-biopsy showed an undifferentiated carcinoma TTF1 + (T3N3M1c). EGFR status, assessed by PCR and sequencing, showed an exon 19 deletion (delE746_A750) with no ALK (clon D5F3) nor ROS1 (clon D4D6) translocations by immunohistochemistry (IHC). Next generation sequencing (NGS) with the Oncomine TM Focus Assay panel (Ion 520 Chip) revealed a double deletion in EGFR (p.delE746_A750 and p.delL747_T751insQ) in separate reads. The patient started treatment with afatinib and achieved a partial response at 3 months. After 6 months he experienced progressive lung abnormalities (metastasis???) and brain and cerebellar metastasis consistent with disease progression. Afatinib was stopped and both CNS lesions were resected. Standard ALK, ROS1 and EGFR determinations were repeated on brain tissue. An ALK translocation was identified by IHC and confirmed by FISH as well as the EGFR exon 19 deletion p.delE746_A750, without T790M mutation. The pretreatment lung biopsy was reviewed and was negative for ALK translocation. EGFR testing in circulating tumor DNA was positive for the T790M secondary resistance mutation. Patient had rapid retroperitoneal progression with ascites, bleeding and abdominal pain requiring surgical intervention. Crizotinib was started without response and the patient died. Conclusion: Here we report a case of a patient achieving a partial response with afatinib in a tumor with two EGFR deletions and the co-occurrence of secondary EGFR T790M mutation and ALK translocation as mechanism of resistance. In addition, the lack of detection of the EGFR deletion p.delL747_T751insQ, suggests a complex subclonal evolution secondary to tumor heterogeneity. Keywords: nonesmall cell lung cancer, Next Generation Sequencing, Targetable oncogenic drivers, Resistance mutation P50 A Case of a Patient Harboring an EGFR -T790M Mutation Positive in Squamous Cell Lung Cancer T. Runciman, 1 C. Carracedo, 2 C. Aliaga 2 1 Clinica Aliada, Lima/PE, 2 Clinica Aliada, Lima/PE Background: Actually, the treatment of lung cancer who express driver mutations consist in block this target, the majority of this patients has an adenocarcinoma histology only few of them has the squamous type. Method: We describe a case report of a 58-year-old female, non-smoker, with a persistent cough of 2 months of evolution. On May 2016, the CT scan reported lesion of 72x56mm in right segment 6, infiltration of hilum, pulmonary artery and mediastinal adenopathies. No extrathoracic disease. Biopsy: squamous cell carcinoma. Since the lesion was considered unresectable, she initiates concurrent ChT-RT (cisplatin / gemzar). After the 4th application, local progression was evidenced. Mutation studies, showed EGFRm Exon 19. She starts treatment with Afatinib (40mg / d) but, after 2 weeks, presented G3 gastrointestinal toxicity, so a dose-adjustment to 30mg / d was performed, G2 dermal toxicity also was reported. By December 2016, due to the response obtained, a medial and inferior lobectomy was performed. Pathological report (PR): middle lobe: pneumonitis. Lower lobe: squamous carcinoma. T: 3.5cm, G1, LVI (+), parenchymal margin (+). A PET / CT scan 4 weeks after the surgery, demonstrating right parahilar hypermetabolic lesion, pleural nodules and subcarinal adenopathy. The systemic treatment was restart in January 2017 with erlotinib 150mg /d. A PET / CT control 2 months later just showed slight metabolism in subcarinal adenopathy. She remains asymptomatic until October 2017, when presented aphasia and behavioral alterations. MRI: single left cortico-subcortical lesion of 2.2 x 2 cm with edema and subfalcial herniation. An hypo-fractionated radiotherapy scheme with corticoids was programmed but with minimal benefit. Six weeks after having completed RT (December 2017), greater neurological involvement is evidenced associated with weakness in lower limbs. MRI: lesion of 17.6 x17.3mm with contrast hyper-uptake and edema. CT thorax: no evidence of disease. Considering these findings and clinical deterioration a cerebral metastasectomy was performed. PR: squamous cell carcinoma. EGFRm deletion 19 (+) T790M (+). Results: Due to the post-surgery clinical deterioration, the patient did not receive systemic treatment until March 2018, CT scan: multiple subcarinal adenopathies, contralateral pulmonary nodules and a 6mm nodule in the right lobe of the cerebellum. Patient is currently under treatment with osimertinib, with clinical neurological recovery and no respiratory symptoms. Conclusion: The use of TKI in SQCLC has a benefit in this patient, but the magnitude of this could be lower than adenocarcinoma according with a few series. However, this does not seem to be the case. Background: Solitary fibrous tumor described in 1931 comprises an spectrum of rarely metastasing fibroblastic mesenchymal neoplasms, that can occur anywhere with predilection for body cavity sites, comprising 5% of tumors in the pleura with no environmental or inherited risk factors. Method: Female of 56 years old with pain in neck and arms during 1 year associated to swelling of hands does a Magnetic resonance showing herniated disc in C5-C6. In a preoperatory Thorax X Ray a right pulmonary mass is seen, confirmed by Computed Tomography that it was in contact with the thoracic wall, an initial biopsy didn't showed malignancy, but the second biopsy reports Solitary fibrous tumor. The mass was resected with pathologic report of a 5.9 cms Classic Solitary fibrous tumor with negative margins (immunohistochemistry positive for CD99, CD34, BCL-2), the patient didn't required adjuvant treatment and is on surveillance with no evidence of disease at 9 months. Results: not applicable Conclusion: Solitary fibrous tumor is suspected based on imaging and unspecific symptoms September 2018 Abstracts S179
